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AMENDMENTS 

Amendments to the Claims 

1-30. (Canceled) 

31. (Currently amended) A composition comprising an active Clostridial neurotoxin joined to a 
drug or other bioactive molecule; 

i) — a C l o s tr i di a l n e urotox i n li ght - G^ain - which -has enzymatic activ i ty for a t a rg e t substrat e 

s e l ected from th e group oonsisti f ^of - SNAP - 25, VAMP and C el lubrevin, and 

j jf a C i ostrid i a^ ei ^^^ has bind i ng sp e c i ficity for a target-n e rv e 

ce ll ; and 

b) a drug or other bioactiv e mo le cul e joined to- the tight chain of th e act i v e neurotox i n, 

wherein the active neurotoxin has binding specificity for a target nerve cell is intemaiizable 
by the target nerve ceil and has enzymatic activity for a target substrate selected from the 
group consist ing of SNAP : 25 L yA MP and Cellubrevin , 

32. (Currently amended) The composition of claim 31 wherein the active Clostridial neurotoxin 
is an active botulinum neurotoxin compr i s e s a light cha i n selected from th e group 

consisting of: tetanus toxin, botul i num toxin A, botul i num tox i n B, botul i num tox i n C, 

botulinum toxin - P r boto l mum toxin ET^botutinum toxin F, and botul i num tox i n G . 

33. (Cancelled) 

34. (Currently amended) The composition of c l aim 31 claim 32 wherein the active botulinum 
neurotoxin- comprises a heavy cha i n jsselected from the group consisting o f: tetanus toxin, 
a_botulinum toxin A, a_botu!inum toxin B, ajxrtuiinum toxin CI ajxrtulinum toxin D, a 
botulinum toxin E, a_botulinurn toxin F, and ajbotulinum toxin G, 
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35-36 (Cancelled) 

37. (Currently amended) A pharmaceutical composition for treatment of a neuromuscular 
dysfunction in a mammal, comprising; 

a) a n active Clostridial neurotoxin compri si ng joined to a drug or other bioactive molecule; 
and 



I) — a C l ostridia! neurotox i n-l i ght chain wh i ch has enzymat i c act i v i ty for a targ e t 
substrate selected from the group cons i st i ng of SNAP 25, VAMP and Cel l ubrev i n, 
and 

il) — a Clostr i dial neurotox i n heavy cha i n wh i ch has b i nd i ng specific i ty for a target nerve 
c oll ; and 

b) a drug or other •bioaotive-molecute joined to- the -tight -chain of the active neurotoxin, a 
pharmaceutical^ acceptable excipient; 

wherein the active neurotoxin has binding specificity for a target nerve cell, is internalizabie 
by the target nerve cell and has enzymatic activity for a target substrate selected from the 
group consisting of SNAP-25, VAMP and CeHubrevin -a- pter maoe yt l e all v --a 6e e fit a b le 
e xc i pi e nt 

38. (Currently amended) The pharmaceutical composition of claim 37 wherein the active 

Clostridial neurotoxin comprises a tight ch ai n is an active botulinum neurotoxin s el eot e d 

from th e g roup-^ns i st i nf ^ B, botulinum 

toxin C, botulinum toxin D r bo 

39. (Currently amended) The pharmaceutical composition of claim 37 wherein the active 
botulinum neurotoxin comprises a h e avy chain is^selected from the group consisting ok 
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tetanus toxi ftr ajsotulinum toxin A f a_botulinum toxin B, a_botulinum toxin CI, ajxrtulinum 
toxin D, SLbotulinunn toxin E, ajxrtulinum toxin F, and abotulinum toxin G, 

40, (Previously presented) The pharmaceutical composition of claim 37 wherein the 
neuromuscular dysfunction is characterized by uncontrollable muscle spasms. 

41 (Previously presented) The composition of either of claims 31 or 37 wherein the drug or 
other bioactive molecule is an inhibitor of neurotransmitter release, 

42. (Previously presented) The composition of either of claims 31 or 37 wherein the drug or 
other bioactive molecule is an active ingredient for treatment of botulism or tetanus. 

43. (Previously presented) The composition of either of claims 31 or 37 wherein the drug or 
other bioactive molecule is selected from the group consisting of a GABA agonist, a 
neuronal calcium channel agonist, an adenosine agonist, a glutamate antagonist a protein 
synthesis toxin, a zinc-dependent protease inhibitor, a neuronal growth factor, an antiviral 
agent, a nicotinic antagonist, a neuronal calcium channel blocker, an acetylcholine 
esterase inhibitor, a potassium channel activator, a vasamico! or a vasamicol inhibitor, a 
ribozyme, and a transcribabte gene. 

44. (New) The composition of claim 31 wherein the active Clostridial neurotoxin is an active 
tetanus neurotoxin, 

45. (New) The composition of claim 37 wherein the active Clostridia! neurotoxin is an active 
tetanus neurotoxin. 
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